-SHHS^PCT/PTO 13 SEP 2004 
A ,° P =^^ CONJUGATES 1 0/ 5 07452 

Atty . Oocket No.: 1 547/3 ~ 



2n-2 / \ 



HO— CH 2 — CH 2 
HO-CH 2 — CHj 



H 2 C CH 2 + CH 2 CH 2 0 CH 2 



\ / 



methylation 



H — (-O CH 2 CH 2 

n_^= N — CH 2 CH 2 — O — CH 2 \\ a 

H— (-O CH 2 CH 2 -7^ ^ V 

x 'n 




NaH 
Pd/C 




CH 3 4-0 CH 2 CHiY 



m PEG — O— CH 2 CH 2 , 



:N-CH 2 CH 2 — OH 



m PEG — 0-CH 2 CH 2 " 
(1) 



Fig. 1 



Title: Y-SHAPE BRANCHED HYDROPH I LI COPOLYMER 

DERIVATIVES. THEIR PREPARATION l^fc«?GrS. 1£f*Tf&fTft 1 O Cm 
CONJUGATES OF THE DERIVATIVES ANKSpIbf®G I O 9 / F I U 10 OtP 

MOLECULES. AND PHARMACEUTICAL COMPOSITIONS 
COMPRISING THE CONJUGATES 
Appllcant(s): Ji et a!. 
Atty. Docket No.: 1547/3 



10/5074 



m PEG-0-CH 2 CH 2 . 



m PEG-0-CH 2 CH 2 ' 



:N-CH 2 CH 2 — OH + 



m PEG-0-CH 2 CH 2 ^ 
m PEG-0-CH 2 CH 2 ' 




O 
II 

:n-ch 2 ch 2 — oh + ci — s— ch 3 



m PEG-0-CH 2 CH 2 , 
m PEG-0-CH 2 CH 2 " 

m PEG-0-CH 2 CH 2 , 
m PEG-0-CH 2 CH 2 " 



: N-CH 2 CH 2 — O S CH 3 

II 
O 

O 



:n-ch 2 ch 2 — NH 2 + 



NH 4 CI 




N CH 2 CH 2 — C— O-N 



m PEG-0-CH 2 CH 2 , 



m PEG-0-CH 2 CH 2 " 



:N-CH 2 CH 2 — N C^CH 2 CH 2 N j| 



(7) 



Fig. 2 



Title: Y-SHAPE BRANCHED HYDROPHILIC PjOLYMEj* 
DERIVATIVES, THEIR PREPARATION Ml 
CONJUGATES OF THE DERIVATIVES ANf 
MOLECULES. AND PHARMACEUTICAL COMPOSITIONS 
COMPRISING THE CONJUGATES 
Applicant(s): Ji et al. 
Atty. Docket No.: 1547/3 



POLYMER 

mss>, PCTJTO 13 SEP 2004 
— 10/ 507452 



o 

II 

m PEG-0-CH 2 CH 2 OH + CI |~ CH3 

O 

O 

9 " 

II H 2 N CH 2 C OH 

m PEG-0-CH 2 CH 2 O— S-CH 3 



pH 10-12 
O r 



m PEG-0-CH 2 CH 2 HN CH 2 C OH 

(3) 



m PEG-0-CH 2 CH 2 OH + CI S— CH 3 ► 

II 

O O 

II 

H 2 N CH C OH 

O * I 

II CH 
m PEG-0-CH 2 CH 2 O— S-CH 3 rL22 ► 

II pH 10-12 

O n 



i 



m PEG-0-CH 2 CH 2 HN CH C OH 

I 

CH 3 
(4) 

O 

m PEG-0-CH 2 CH 2 — NH— CH C OH + m PEG-0-CH 2 -CONHS 

Ri 

O 

m PEG-0-CH 2 CH 2 || 

^ CH C OH 

m PEG-0 CH 2 C 



6 

HO-l/j O °< 

g m PEG-0-CH 2 CH 2 j( 

~""N CH C— O— N 



DCC - m PEG-O CH 2 C / \ 



O 

(5) 



Ri 




Fig. 3 



Title- Y-SHAPE BRANCHED HYDROPHILIC POLYMER 
DERIVATIVES, THEIR ~ ~ "^^""" C 

CONJUGATES OF THE - 
MOLECULES. AND PHARMACEUTICAL 
COMPRISING THE CONJUGATES 
Applicant(s): Ji et al. 
Atty. Docket No.: 1547/3 



ED HYDROPHILIC POLYMER 

HSofJK'c! PCT/PTO 13 SEP 2004 

10/507452 



o 

II 

m PEG-0-CH 2 CH 2 — NH— CH C OH + m PEG-O-CONHS 

I 

Ri 

o 

m PEG-0-CH 2 CH 2 jj 

*~ ~^"N CH C OH 

/ 

m PEG-O— C 



HO-f/j] o °, 

g m PEG-0-CH 2 CH 2 
► CH C-O-N 

m PEG-O C 

II 



DCC 



O 



Ri 



o 

(6) 
Fig. 4 



Ri 




Title: Y-SHAPE BRANCHED HYDROPHILIC POL 
DERIVATIVES, THEIR PREPARATION METI 
• CONJUGATES OF THE DERIVATIVES AND 

MOLECULES, AND PHARMACEUTICAL COMPOSITIONS 
COMPRISING THE CONJUGATES 
}V»t- T Applicant(s): Ji et al. 

i • ' i' Atty. Docket No.: 1547/3 



10/507452 




Fig. 5 



Title- Y-SHAPE BRANCHED HYDROPHILIC P 
DERIVATIVES. THEIR PREPARATION ME 
CONJUGATES OF THE DERIVATIVES AND DRUG 
MOLECULES. AND PHARMACEUTICAL COMPOSITIONS 
COMPRISING THE CONJUGATES 
Applicants): Ji et a!. 
Atty. Docket No.: 1547/3 



''dPCT/PTO 13 SEP 2004 
10/507k52 



m PEG-0-CH 2 CH 2 ^ 



"Ki- 



rn PEG-O CHo C 



/ 



m PEG-0-CH 2 CH 2 . 



m PEG-O CHo C 

II 
O 



CH- 

i 

Ri 



-OH 



CH- 

I 

Ri 



o 

II 

C CI 



SOC1, 



CH 2 C1 2 



% .COOH 




Clycyrrtietinic Acid 



DMAP 



m PEG-0-CH 2 CH 2 , 



"N CH- 



m PEG-O CH? C 

II 
O 



/ 



-Clycyrrtietinic Acid 



(14) 



m PEG-0-CH 2 CH 2 „ 



m PEG-O CHo C 

II 
O 



/ 



CH C OH 

i 

Ri 




DCC 



m PEG-0-CH 2 CH 2 , 



m PEG-O CH? C 

II 
O 



Glycine-camptothecin 

O 

II 

N CH C N Glycine-camptothecin (1 1) 



Ri 



Fig. 6 



Title: Y-SHAPE BRANCHED HYDROPHILIC POLYMER 
DERIVATIVES. THEIR PREPARATION METH 
CONJUGATES OF THE DERIVATIVES AND 
MOLECULES, AND PHARMACEUTICAL COMPOSITK 
COMPRISING THE CONJUGATES 
Applicants ): Ji et al. 
Atty. Docket No.: 1547/3 



Hsc'd PCT7PT0 13 SEP 
10/5074 




a-interferon 



O 

pH£'/ 2 7.5 m PEG-0-CH 2 CH 2 ^ 



m PEG-O CHo C 

II 
O 



CH C N a-interferon (8) 



Ri 



Figure 7 



